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Background story

� 82-year-old female 

� Clinical symptoms: dysphagia

� Endoscopy: severe oesophagitis

� Pathology request form: 

� Viral oesophagitis? 

� Eosinophilic oesophagitis?

� Biopsies from different parts of the oesophagus















What is your diagnosis?

� Viral oesophagitis

� Eosinophilic oesophagitis

� Lymphocytic oesophagitis

� Pill’s oesophagitis

� Extranodal marginal zone B-NHL (MALT lymphoma)

� None of the above



Would you like to see extra stains?

� PAS

� CD3

� Viral stains (HSV, CMV)





The histology was 

negative for Candida 



The histology was 

negative for Candida 



What is your final diagnosis?

� Viral oesophagitis

� Eosinophilic oesophagitis

� Lymphocytic oesophagitis

� Pill’s oesophagitis

� Extranodal marginal zone B-NHL (MALT lymphoma)

� None of the above



What is the diagnosis I made?

� Candida oesophagitis (lymphocyte predominant 

oesophagitis, positive for Candida albicans)



Martin et al. Mod Pathol 2018



Let us talk about increased IEL counts…



Rubio et al. Am J Clin Pathol 2006

Increase in intraepithelial lymphocytes with peripapillary accentuation

None (or very scarce) neutrophils, eosinophils (in low number) possible



Haque & Genta. Gut 2012

There is no validated cut-off value 
(many use >20 IEL, Carlos Rubio 

himself uses >40 IEL)



Haque & Genta. Gut 2012

„microscopic oesophagitis“ in 

patients with dysphagia 

(also about 10-20% of patients 

with EOE are „negative“       

upon endoscopy)

� One of 1000 (0.1%) patients who have oesophageal biopsies shows dense peripapillary

lymphocytic infiltrates (“lymphocytic oesophagitis”)

� These patients present with dysphagia, odynophagia and motility disorders as commonly as 

patients with EoE

� In adults, lymphocytic oesophagitis affects predominantly older women and is not 

associated with Crohn‘s disease 



Patil et al. Ann NY Acad Sci 2018

“Based on the current literature, 

esophageal lymphocytosis is a common, 

nonspecific histologic finding that may be 

encountered in a variety of different 

situations. In adults, this pattern of injury 

is associated with gastroesophageal reflux 

disease, infection, dysmotility, and 

immune-mediated disorders, while in 

children there is a strong association with 

Crohn’s disease. 

In terms of pathology report, we recommend using lymphocytic esophagitis-

pattern of injury in the diagnostic line followed by a comment stating that this 

is a nonspecific histologic finding and listing the aforementioned conditions 

associated with this finding.”



Salaria Am J Surg Pathol 2013



Pittman et al. Am J Surg Pathol 2020



Pittman et al. Am J Surg Pathol 2020

We conclude that mild mucosal lymphocytosis (i.e., ≥20 lymphocytes/HPF) 

alone is a frequent and nonspecific finding; criteria for lymphocyte-

predominant esophagitis should include evidence of mucosal injury and allow 

for more than the occasional neutrophil. When this diagnosis is limited to 

cases that feature lymphocytosis unattributed to acid reflux, motility 

disorders, or infection, lymphocyte-predominant esophagitis may represent 

an imumune-mediated disorder with characteristic clinical manifestations and 

a predilection for middle-aged women



Lymphocytic / lymphocyte

predominant oesophagitis

PAS stain (ideally on 

cytological brushes)

Lymphocyte predominant

oesophagitis

Candida 

negative

Lichenoid

oesophagitis

Lymphocytic

oesophagitis

Treatment?

Candida oesophagitis

Candida 

positive

Mycostatic therapy

plus endoscopic control

RestitutionInflammation unchanged

(Candida negative)



Summary

� Patients with dysphagia represent an “every-day-problem” in 

gastrointestinal pathology (every fourth patient is endoscopically 

“negative” → microscopic oesophagitis)

� The approach to patients with (severe) lymphocytic / lymphocyte 

predominant inflammation warrants a systematic joint effort by 

clinicians and pathologists

� Diagnostic categories that mainly need to be considered include 

Candida infection, lymphocytic oesophagitis, lichenoid 

oesophagitis and/or lymphocyte predominant oesophagitis 



… coming back to our patient

� We can currently not tell, whether Candida albicans is the driver 

of the process (i.e., responsible for the inflammation) or an 

innocent passenger (i.e., a simple bystander because the patient 

has dysphagia and/or pain)

� Time will answer this question!
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